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are expected as exerting a quick effect with little side effects (in particular, digestive ulcer^- diarrhea/vomiting and renal failure) and 
having excellent antipyretic, analgesic and antiinflammacory effectSw u. : 
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mitmW^. mmm\^Ml^X. m^ti^^ie^J (Non-Steroidal A 

nti-Inflammatory Drug ; S A I D i: ^|H-f So ) r t 

it^im^tl. -tL4-e!|fc#<O^I:l-a-ife)iSJbrfT$tt-C#7tc NSAIDJC*5»t 

15 =af-^y>$^-:? — (cox i i:coxnds^p>ttTVNS, ) 

^rJ'jJ^^i^v'i^lP ('e»J;tHr. PGFa„, TXA2. PG 

Di:UX> ■^ix.fiv'^ P >'al-:^^5'•:^ MJ tjrj:, (Diclofenac sodiumu : sodium 
o-(2, 6-dichloroanilino)-phenylacetate) ^ 'I' Kp< ^ i^V (Indometha 
20 cin:l-(p-chlorobenzoyl)-5-methoxy-2-methylindol-3-acetic acid) ^ T 
-fe^ ^iy>' (Aceinethacin:2-[2-[l-(p-chlorobenzoyl)-5-methoxy-2-methy 
lindol-3-yl]-acetoxy] acetic acid) ^i6^ib?>o 

NSAiDfi. m^tm^^\^^xi^m{^mi^m^^-t?):fo^ 

i^^^^-e^'^'^-a-^ (^tJiPGIj. PGE^<i:mt>i^XV^5„ ) 

25 fc:Jt)> Bitej^ist^. +-mm^mt\^^itmimmm (sir. m 
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y >^ (Teprenone: 3: 2 (5E:5Z) geometrical mixture of (9E, 13E)-6, 10, 14, 1 
5 8-tetramethyl-5, 9, 13, 17-nonadecatetraen-2-one) ^ $ t:' K(Rebamip 
ide: (±)-2-(4-chlorobenzoylamino)-3-[2(lH)-quinolinon-4-yl]propioni 
c acid) ^ h':^ MJ A (Ecabet sodium: (+)-(lR, 4aS, 10aR)-l, 2, 3 

, 4, 4a, 9, 10, lOa-octahydro-1, 4a-dimethyl-7-(l-raethylethyl)-6-sulfo-l- 
phenanthrencecarboxylic acid 6-sodium salt pentahydrate) ^OBSi^H 

10 ^ii^^j im^mnmm hi^^:yzr^^^i^}f^- (ppd , m^t£y 

lyyzf^ (Lansoprazole: (±)-2-[[[3-methyl-4-(2, 2, 2-trifluoroe 

thoxy)-2-pyridyl]methyl]sulfinyl]benzimidazole) ^ yt:p^Zf^y — /l^ (0 
meprazole: (±)-5~methoxy-2-[ [ (4-methoxy-3, 5-dimethyl-2-pyridyl)meth 
yl]sulfinyl]benzimidazole) ^ ; H^y^P ^yy^-^s 'M;tf^ii:i67 — 
16 (Ranitidine hydrochloride :N- [2- [ [5~ [ (dimethylamino) methyl] furfuryl 
] thio) ethyl] -N' -methyl-2-nitro-l, l-ethenediamine hydrochloride) ^ 
y T^^i^^' (Famotidine:3-[[[2-[(diaminomethylene)amino]-4-thiazol 
yl]-methyl]thio]-fp-sulfamoylpropionamidine) ^) ; ^:fcf4^3®i"S 5 

25 m^nm^^m. wm^mnmi^m. w^^m^mi^m. ^n^^mimt^t^jt 

2 
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) 



5 




—SSt^ : ^/uy :7'p;^^/W (Ornoprostil) ; JJtT. ::^-/W'>' ^^'o V^ 
5o ) > ^ (A) 




dH 



-C^^tL-S 1 5 -"f^^i^- 1 6 — t Kadri^- i 6 '^/U— P GEi;^ 
5^/1^:1. (— : 5 y^T'p^^ (Misoprostol) ; gtTv $ yi?* 

15 n^h— /WtV^5. ) > ^XXJ^^ (B) 




(B) 



3 
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"T?^^n5 1 6-:7*y^v'-l 7, 18, 19, 2 0 — h 7 7 /W- A* 

-PGE^^'^j\y^:^7-/\^ (—Wi^ : (Enprostil) ) CD 3 

5 ^^t^^. NSAI DOW-r5mft:SSf5|^Sr6Mi-5ifif>-C. PG|g«r 

jv^ T-^?i^i^l^k±/uyzfa:^^/\^ti:^mi^-^-t^>t. NSAIDO 
^^A^^tCifcLTM-fbSISl^iSlgigS^Jtfcr <^^S^#$i^TV^5 (Progres 
s in Medicine, 9(7). 183-190 (1989) #Mo ) « 

fS-g-i^ (T-;^t3 7'sA:{^^ : jSftiS) glCil^-ettfEfCirfT^ 

i^■cv^5c b;4»b3^£axb> :i<^ J: 5 ^cNS A I D t PGlii:<75ifi;5^-^ip^ 

Hi. 5fe3^L.fci?j^t2 7*:h:?-^hy i^At ^y^'n^ /V^-g-^ft-S-a- 
(Tm. mm. mnmmm. m^t^Sk. M't-. mfttm is^u^^ir^as 

20 

t^oT, :^^m(DWlimti. NSAIDo-m^ (fPIRi, @E3S. mi«5f^^) 
4r^*>U /5>oi(f^ffi (t^'TbSPS^s ^P$W) 4:i|lj*L. ^ hicPG (DWl 

25 V^fc*■t-i 

4 
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© mm^asfir/Mc 5 ^ S: 1> M.ttJ Ufco 

Mj^J ( i^i^ n :7 ^ ^ * ^ (O^^tt^ i :/ B >^ ^/i-^-ii^ (f» 

^btc. ^/i^y :/n^5^/U;6Sii¥|i$$ (^y "fen— /usi38 {ct># 
^■C*>5r tSrlOftT. fflfemufco «§oT. ^J-v'i'y b'a::^f^ywirt;':^ n:7 

i^mm. mmmmj^. mmmmmm. mm^}^. nmm. mmm. mmm. 
m. mm.(Dm^. nmrn. ^mmmm. ^mm. '^m^itk^. i^mp^^m. 
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4 . i;^'!^ ^7=^-r^%t^iii^<oi^m^m.-i>m^'rimimmm^3;:,xj-/is.-k. 
10 8 . $ & fc, mm^mt:'^m-t^m^ 7 ia«<^$!{^. 

h -z^-^/u t Sr-g-Wi- 5 T'-fe/WT-fc S tr^S 6 * fc tt 7 IS^<^M^J. 
f^^-Q *) 5 6 * fi 7 f3«<??M^> 

14. :t/i^/-:fxi:^'^^v(D'$^^i\:Mifi^mmVimY])i^))-^)}Y (MOT 
) T-fe5H&^7SB«©S!l^fik 

25 ^^brv^5MCT^S3:-^*-r5;^?:?•-fe/^■x?fe5H9]®l 4BB^<3DM»J, 

6 
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1 4ta1it(Dmi. 

1 7 . r?' n ^/^<DMC Ti^Wctr-^^-r^ * T'-fe/w i?:^ n :7 31 

10 1 8^m<^mm. 

2 0. MCTds f> y ;&7'y y v-c$)5B«r3®i 4:;5mi 8<D\^^'r^mcmm 

2 1. v':^'l3:7a:T^^^'*^W:^<Z)^#^:4i&i;j-/^y 7•^^^/^i:^■g•;ft-r 
5 EHm^ 1^ S: is -^-r 5 i t Sr #« t -f- 5 n :7 * :^ ^ e ^ 05 ^ ^ 

20 ^1ti-±ihmM. isXXJi 

25 @i<±. Mj^!lMi*iJ:uf2i?#&tL>S:3fc|S§g-g'^fi|<^i^j<Dy7 

7 
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m 2 fi, mmm 3 -Qnht\^tc^^m'^m(o 1 m(Dy^- K;f7 1 

5 

10 ^i^b<D^S•^^feJ5S^v^e,i^. L< tt^^ttit (#^^::^ h y a^) , 

f^^nm^ {mwmmm^m^') > ^wsbje^^^. ^mm. ggts?!. 
25 mm. mm. mm.(om^. nmrn. Mmmmm. ^mm. -w^p^i^^. =^ 

8 
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10 tSYb^l^Ws "^181*^=1: tJ«liS-e# 5, ;iI-/^/:7'c2j;^f^/KDa-§-(^«8i! L 

20 m^i-i. m-^mt ux. 



• wo 02/066030 PCT/JP02/01474 



(MCT) . li^ iMFT/us— /K :*-y=^s t Kp =ar'>3^n f /i^yl/a— 

Tify ■'T— ifSb<f4, MCT, m-^»>r). J;!3/ifSL<«:. 
MCTT?$)S. 

10 2|c|8W-c?^v>5cF«^g|»ilhy ^y-&y K CMCT) if*. tJ^y -fe y K^o 

tf, hy;&^p-r:x, hy;&7'yyv, hy;^7^yv. hVy^v^^^^m 
15 {i hy;«77'y y:^-e$)5o 

-fer/Un — ;^^ (fc Kn dp$/:7'a tVi^-t/l/P— t Kp ^f-i^-T'a t:'/^p< ^^yu- 
20 ■t/up-;;^, ^5^/u-fe-/up— , -t^^^^m (^y ir^yufc'p y 

^Ky if=/i'T/i'=i-->'K yyi^=Ji?y^— , 

ttx #f*L<f4. ±/uo-:;^m. -^^M^^m. J:l?if*b<«:, fc Kp=;^ 

10 
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y -fe y si-fbtifi. 2Ky y/u-i- h s o ^) tii^u ^Jc^feoTSmfc-c- 

^^ifif^fcitjn— T^.f :/jJ^J (Tlc^ttJiKy -e— (-feyPa— (fc K 

y fcf^/pfp y K>'^ y fc'n/i^T/i'n — ^i5':i'y/i'®?=2Ky-^— ^) ^ 

11 



* 

' wo 02/066030 



PCT/JP02/01474 



^ *^ mm\\M (^y ^T^T y ^^^^ y y k> ^ y y/u-<— h s 

•^y y/ut^h— /K hWNo— , ^^'ftm (t kp'^s-v'-t'd 
^iS'^y/w^s^ey-^-, ^y=f«S> y ^y-ty k«?) sr^mx. 

HS&Ttcfk L-C. ;^/i'y :7'ct^=^yuj|ij^§r^5„ 

vi\£}V^'f-fV^jvvi^:^, JsKy lf=.;n:*n y Kv, jKy lf=yUTyU3— ^u) 

12 
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10 — xKyt'^/H^cy K^', zKy fc'^/VT/urx— /w) , «»^J (^'hj^tK 
;?«5^/u-fer/vt3— ^ iS'^ y /uil=i:*?y ^ jjf y f^/Hf a y K:/^ -9:^ 

15 ^^-^xmmt^n^o 

tVi^/up— t Kp=3f-^^7'p tVw;/5=-/^-fe/Up— t: KP'^t-J/'T'p f 
t KP'^i/'T'pfcf/i'^^/w-fe/vn— TKy tf^-ynfp y K:/^ 

20 ^.i5'j?'y/i'®&3 2Ky-r-, ;i-y=fM. 'pmmfs)5mhv ^v^v h'^) . 

Wy P y K:^, Ti^y if^/vz/ua— /K ;^^'^y/ufil=i 

13 
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4) ;t->'Wy:?'n;^^/u<£r^;ti-5^^ ^^^^I:7*•:^t^^<lr^:ft-r-5y7 

±121) . 2) , 3) o;fyjfe(c:2pi:.-c#e>*i.S;r/^y:^n:^5^/K3?y7 h 
—A^lty}^ 10ai:LX> 1 Omg:i*& 2 0 OmgO^Sffl, *3J:tJ?0. 1// 

t> $) 5 o 

14 
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5 /g?«. ^« -r^i-^m -sr^^tf?*;^. a^m. 

mm. nim. mm. mm. mm.<Dmy^. nmrn. M&m?m. ^mm. 

10 :^mmmmm.m^tt. m^t^mmi^^xj^y^ t:ii±wmmmi!bxi>f£ < , 

D i =i;f^P7*^:J'-^ h y 
20 I n =>('>' K;<^'»'x 
A c =T±?i^-yiy, 

MI =5 yiT'o;^ 

Gc=i/y-feo— 

25 

mMM 1 : y 7 h * 1 

15 
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hy;<7 7'yy:/528 gtJi^/^T^r y i^ig^y-ty (mgs-b) 

;vyzrny^^;i^7^Y]}^zrV V l^^m (60mg/300g) 300g 
Sr^AnU. jg-g-fS. ^hKiP^ ^2:7 :i^'r^-f-hV ^J>^3 O 0 girm^lS. 
5 4fU. •^>r=«n-f ^w.^^v^T^S^Sr!t&^^U;fe©*>l 8 0 Mm (some 

±m(om:^^'^9'^:^^ mii^D-^Vi^. D-y/ufh— /Pfg;i^fe/^-5 



y:7 ^;t;7'^^/u^J- 1 (pm-jj 





Miimg) 




0. 005 




25 


^/:^-7^Ty ^le^y-te-y 


6 




69 


y:7 h;*?^-^/^;^!^©^^^)- 






50 




5 




15 


a ST 


ITOme 
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5 y:7h:ij •y^jvm- 2 cpto^ 



:^J\^J-j^xi:^f-jV 0.005 
i^^n:7*-:?-^-^h y 25 

tK y y/i^— h 8 0 3 
VV:ij':fVV:y 66 

50 

D-y/Ubf 15 

•^ti- 170mg 



20 h y ;&:7'y y (m.^m 1 ) , *5J;tJ«t?=SiJ«aj 

ffltj^^^-f i 5 K:*:7'-tr/i' (2) im<o^\z^ OUOMCT^^S ( 
25 3) ^ D i-^m^zf-^A- (4) l^®«r-g•#•fS^ TlB«!!j^O^>-K;&7'-fe 



17 
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:tA^y ZP^Uyf. f-/U 0. 005 

5 hVytJ^})V^^ 100 

m.^<^ 2 <o^^ 

i?^ p:7 3i:^^?-^ h y r>j^ 25 

/K y y/u-^— f 8 0 3 
10 hV:f}yvV^^ 66 

50 

^^y-fey:/ 5 
D — y/ptf /uar 15 

15 -^tf 270mg 



: K;ft^-fe-7U^J- 2 

1) :^/>y7'p;^^yi^W'>'— A^;:^y7 (Jia^ifei) co85i3t 

20 4 g i:Sl^y-fey g:^=»e>^5^J^Srffiv^T^^*^cJ;^) v^— AU'v^ 
y 7 ^ zf^/u (-^tHo, 000:*; :7'-fe/u) ufc, 

2) t;*^ n:7ai^^^ Cmfife!^2) (^Mit 
i;f^u-7jci-^-rhV [>A2 5 0 g*3j;TJ«igi&?L!^7 8 6 g. 

n— >5 2 8 0 gs ^yu;:^:?— 5^-^ h y 1^3. (CMS — Nai 

25 «fB-t-5. ) 7 0 y^TTv i^m-^^^iyC7J»i 4 g^m^mmL. m 

«iSr#fe, t: Ka^i^^'n f/WT^f^/U-fe-zUD— (HPMC i::^lHi-'5o 
) s ^>'l'i5', TKy o^f^ V>'^y n— /U6 0 0 0 (PEG6000 ir^iBi-^, ) 
:i^e)^.t-5=i— i^:/?^ 0:1:1) ^^V>X^N">-=i— x-f 

18 
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10 



i-^m (-a-H-io, 000^) ?l:#;rco 
±te.(D->—j^u:^y7h:^zf±ju m^^i) isXXJ^i^^ u-7a,i-i^m 

;«7:r-fe/u (5) lfiii3j:tJ«D i (6) HBSr-&W-r5^>— K*7'-fe>'U^ 
(-^tflO. 000;t» ^-fr/i') ^^mufc^ 



:7'n;:^'^/w 0.005 
hV:lj^VV^ 3.4 

5.4 

m^V-tViy 0.6 

i:^^x2yaL-r-S7±\'])^J>, 25 
20 itSgif 78. 6 

^S-fe/Uc— £8 
CMS-Na 7 
:^f^Ty 1.4 
HPMC 23. 3 

25 ^/U^ 2.3 

PEG6000 2.3 

Mt 177. 3iiig 
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S*«7KT-ei 6~ 2 41^^16^ $-l±fcL e w/Cr j 5/ h<D 

tC4%r?'y— UTVh • r^/lx— 6 B (brilliant blue 6B) ±m^'&mt:m 

H7.4) „ 

NSA I DS^ft^^(^fc*<^^#ftil mi^mtv-r^^ Unsaid 

20 !mmm<D^^B^i,tzo ) ©Mm, #nsa i DS#i¥i^±T'i^@*(?5<ii 

0S:SI|8$*StS-^fti bT. D i *3j;t;fAc«:3 Omg/k Inf± 
2 Omg/k g-^fcofeo-e. ;*:f^g^*jj;t;5£tm(^^s^-CM:mb<DS-^ 

(2) iJ^JE^r^/WCiSJtS^JS^^, NSA I D^|§lt&2^icSti-S^^ 
25 L e w/C r j ^^1*7 sy h OflcJIffl!!;^^. T^^l'^ffisTJCT&'Iftl^ 

20 
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V^J>> (Mycobacterium Butyricum) 0. Im 1 /gGSrig^ M^L^Ita J& 
aa^^tlTH j; 5 g S1g7tcT-e 16-24 (#N 



^1 : NSA I D*3J:t>'OUI^^S-^te:*3{t5^*3^*. 







(2) 








(%) 




?6m Di(30ing/kg)+OU(3/zg/kg) 


67. 30 


45. 20 


8/10 


tttSSl In (20mg/kg) -K}U (3 ^ g/kg) 


15.80 


29.40 


5/10 


it:iK2 Ac (30mg/kg) +0U (3 pi g/kg) 


37. 70 


0 


8/10 
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i*M7KT-ei 6~2 4I^Rgiie:ft$-^/cL e w/C r j mMB^ h<0 

(D i ©3 omg/k g®«^0fi:> ou$¥^mmm^tztioumm. 

nc'ij^ox. mmanmm (^pg (ou, md ^^^^m^-^m<omm 
(o^^K^^^PG (ou. MI) ^mtR4-m<Di^m(7^-^^(Ditm) t: 

-To 

• D i : 0. 5%7< ^/l^yuo— 

•#PG (OU, MI) 0'^^mm^fct±OU:^J:Xmim^: 0.5%^^ 

y -/i-^w y ( p H7. 4) , 



m2 : i^^n:Pz.^^^m^f^1Sm^M-r^±/i-y:ru:^f-/uisXXJI^ 













mmnm^ (%) 


mm 


M (30mg/kg)+OU(3;z g/kg) 


67. 3 




Di (30mg/kg) +MI (30 fi g/kg) 


56. 0 
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4 0 0Mg/'kg (0M/5M) &.±. lOO/zg/kg 
etJb(D|ISfel~3<o3g:^/5^b. NSA I Di: PGi:©jjB.i^^^-a-t>-^i: UXx 

10 

7'p;^^yu^j0t<OS#^^4:, NSA ID (-J^;^ a :^ h 

y e^A) mw^^^i^. Ns A I DjB^«es-^ti^^ (iiLBtrig^) . ns 
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^3 : :^/l^y:ftiy^f-/u<D^^WMti^^o:7aLi-^y:i^-)-h V !>A 



OU<D 










mm) 


(%) 






7/8 


85.1 


97.3 




7/8 


49.2 


56.2 




5/8 


78.2 


125.1 


Diig#C055^BU - 


6/8 


75; 7 


1Q0..9 . . 




7/8 


76. 0 


86.9 




7/8 


6. 2 


7.1 




8/8 


28.8 


28.8 




7/8 


14. 1 


16. 1 




6/8 


3. 1 


4. 1 



♦ 

fi^'^J^^'J^S/ V^: 2 5 0 r pm. : AXW*S (0.25% SDS. pHl. 
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